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C57) CS$5J] 

-R3 (C:n»«taL2ii^^L-Ci<>-5) i '('>=^=3.--i 
feL/<«L 1 :/7XL2^^c?¥ilJ^i'^':^^^iS^i:il^la 

5. 



C2) 



2002-2 14237 



h:^— R3 (cn»g|i6L2<!:ie^LTI,»S) 



■rS^^/^•- h R 3 0^}-«t!BJA <!: ©ife^g|Jj2©jafD 
i: ?) Sfc^iJSfi^AiSafc /c«J: "j m<D 

>f ^ -t-s^ 3 >B$rar^G . s; L 1 «(#iiJSi' 
L 2fi!i#S«:{iL 1 •:f^y^L2^^9S^iyif-t 

*ffit»-C^^t-* C i «r#tyiriS^*lTiKJA©SSfi«Ji5/c 

[is*^3 ] n^m 1 2 icf&mo:^m-c$> 

T. ( i ) •!f>7^;^*^#f!B^A^$^e^JS^/^•- h:^-R 

1 (.ctummtm^uxi.^^) . ^3-ff!^A#M«^^ 

''^•-^:^-R2 (Ctl{i«i|L 1 , *j 

J:<:^^«fi»A#afl<JiS^y>--h:^-R3 (cnB!|$SW 

>L/; (ii) -e©^. «i^L2 (cnim^(m-^<D 
5) ^^^m^icmijav : $6fc ( i i i > usi/i/ 

:^^1'*4>J5: < i 2 g. ^BT 1 fcj: V^mmT 2 radS 
J:»3Pi>i^paTUijg<<!;€>«||6L2 {«:*i«ifS^ 

[is*3«4 ] ( i ) ^^^Jiir^miA'i^msm^j^ 

mm(fm^^-<- ^:^-R2 (cniJipaL l iSg^L-r 
. *JJ:Of5^«fiB)A#Sfl«JlS^^t-h:^-R3 (c 

*'<-5^3>L: (ii) -ewf^. Slg|L2 (Ctx^lfS 
etlM^*f©:e^*f«fig!gjMY (X(c^sfjSC/ri,».S) 
^Lr(,»5) ^If^s^fcasjot, : S^tc (iii) L 

9=-^i^-c*aif^5 1 --4©(r»-rn3(i>fcieii©:^& 

[19^6] Rl*Jj:!yfR2. RlfcJ:0-R3. R 
1. R2ijJ;CJfR3. *fc«R 2 *iJ:OfR 3 

-^*^fi}*5 1 ~ 5 ©«<>-rtl*>{Cffi:^©:^r 



[iS*^7] L l*sJ:afL2*i|g(;^-C*Ss»*]S 
1 ~ 6 ©t->-rti*HciB^©:^, 

*5fS*j® 1 ~ 7 ©i,»-rn7>iccfe«g©;5rffi. 

^©T^iS. 

Ci**^ 1 0 ] e^-'^- h - R 2 *i^tittafB, W 

10 [it*^ 1 1 ] ^^VL^iiimmL 1 1 
o{cia*s©:^r& 

[ii^i 2 ] -t^-^ K-f ^?^ffM©ite*<b Lx. mm 

1 *sJ:af/i/c{3^m2 «:^tf J^i^:^JU^3^©fiK^ 

$ti^nMm 1-11 ©ts-rn*>{cieiE©73is. 

isJ:Zfmn^iClS^LXl>?>it^mcm'S: 

^ttm^m 1 2 icsEm(D:^m. 

20 [if^l4] ■y->:?"ji/*©^*TiBJA*^e^Sfc» 

#5^c^&©^#fiB!A#Mfi^J^^^/^•- R 1 (cn« 
@*Biie^l/-Ct,>§) . :J5-*T«JAi^ge<jie^/>>- 

R2 (chitm^L 1 iM^or . fcjcjyf^w^ 
Anm6^m-^^^~hi"-R3 (cn«s8iL2is^L 

'ft't'iCffiE-ri^/'C- h R 2 ©;»*PB» A <«: ©itS^ 
§5fii©taill*s. Bin 2 -f^+j.-^— i-'a >m-^'^ip (C??St 
30 f h ±- R 3 ©:»«T!gJ A i <Dt^-^Sm.<Dmm 

D S J: 0 iSC>^«f«>A aSa*? cfcCJt/S fctt J: 0 a© 

L2fic??*fc»L 1 7'-7XL2fl<??f(|^^'i*':^-;l-i 

fflt^r^i^^n^BOlBR 1 . R2fcJ:C>fR3©«ffl. 
[if 1 5 ] •!f-> >'Vl/cfi©^t^A ?:^aWSfc» 

1fSfcJ?>©5^*f1?JA!|t^efj^M--h:h-Rl 

40 mmti^'^oxt.^i,) . ^miA^mtm-^^^-hi'- 

R2 (cnti^IRL 1 <fc^^Urt>S) , ^miA'^m 

mm-^^^- h - R 3 ( c tiitnmmm-^MmBS.i^mx 
tm^uxt.^^) . *jj;of^L2 (cHimmmrn-^ 

*t©ifS^*t^«lKY (XtCMf&L-CCiS) i^S^L-r 

'^'{C^?^5Ef h:^-R2©^5-ff!^A4©^^g|5 

StS^''^- h :f--R 3 ©^J'^figJA <i:©*S^a©|S|o*J 
^D^J:Dilf(,>^W%A?^S*iJ:CJf/$/c{Jj:Oft©-f 
50 >3>^S-C^D5MtaR 1. R2. R3fc 
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A#^fl^JiS^>'^•-^•:^-R 1 ( cn«@tB<i:i^^L/rC> 

L 1 tfe^l/Tt^S) . *^J:CX^«T«»A#|le«^B^'^•- 

h-;^-R3 (Ctl»Mt3L2<t^^L'-CI,iS) «:Jif*L 

1 7 ] V>:ffVfp<D^¥mA'S:mmm^fcit 

A!|$SWife^^>'- h:^--R 1 (cn(*@tiiife^U-rc» 
L 1 iite^b-Ci,**) . ^5•«T^I»A#Sa«)tt^-'^•- h:^- 

R 3 ( c tumi^m^^-^i^m^mnx iis^ t,^ 
> . te J; D'^iS L 2 ( c tumme^-^MoM^^m 

mumV (XK:*t)E&t-Ct>S) i^^u-ct**) 

L<asi]^<fMmc^^. 3 etc. •*^>^■'^ y^^^tc 

|,^_R2©^*ff^Ai®iS-&aJ{4®l&«J*i. B!f^ 
-r > + ^ - 3 >ig^4>{c#iE-r ■SIS^''^- h :^ - 

R 3 (D^mnA t. (om-^{i<Dmmi^ i; s i 0 wi, 

*fi^Ai8S*iJ:C>'/iitBJ:»5^©'f>+a-^-i^3> 30 
[i§*JI 1 8 ] ^^mA^^^H^-^^^- h :^-R 2 

Ciil^ 1 9 ] 1-15 ©t»-rn*^K:te4g©:*r 

;a*f^-rsfc*©if*B 1 6 ~ 1 80i»-rn*>K:iB«g 

[ 0 0 0 n if->zf}vtp<D-$m^^^si^^ 

[0002] 

>'Tyfe-Y<tPf «*!*«>©) *l^*T«»©tfefflCCfflt,»?>n 

«iai 3 ns'^t »*f«j±© 2 ^©x f h - T-iss^L/ . 

[0 0 0 3] F-Y -^^^-fA^Tf -b-Y-c 

tt. !a(*© 1 -35iHta (ma^i'D^T'U- h. fiS 50 
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---H2-r<!:Witl&fe©{C$/P>{Ciffl^3n4. — 

F f 5" A y T -fe -f -CIJ. 2 -oWSt^sSM^I^^fC 

■t^>7•;^<h-r>+a•^-i'3>3n. zixii-t>-> F-f 
Ayr ^'•fe'^-c». •i>->:/ji'«5t-rHtaM^<t-f > 

+ *'<-i/3>Sn. iJ«t*sJ:c;i5t^xe©«-cHffiK: 
[0004] l^—^-y-^F-f-f^-f Ayr -y-fe-Y' (M;^ 

[0 00 5] 1^— J^-9->F-^ v5^^Ayr5'-l2-/i|pI« 
— Xg-f Ayr f -fe-^tJ. J:*)ffi3$«:||]®-c#SC 

C©J:^%1*3E:fra©JS^»«iHfl9^j:raH**^T 

mtf. r^UT/s^, ^fej^ya fi2-5i7 
aifuzf'J'^. fc H^^14tt®$ilSR*^U*> (hC 
G) . 7* U^^fciiy'Q!-:?* F7*a?--f> (AF 
P) ©J:5JS:»«T«»»-!f>:/iHf«:#ffi?tciaiig)K'C»aE 
■r.sc<t3&i»ii=.ti-ct<»s. sa^faiti©-^>=t^*-^-v 

F>f -^^-<Ayr^»-fe>r©JS^©J:^K:) . tm<om-^ 
a5fi[«-9-> F-r -^9^i9^*?^(S-r'5Bfr{cfigfp$nr o 
^«T«!i©jgg*5ifiinf ^.■!»->7';i'©ti^«:«. ii) 
^'>^':^;^«sjOT^i^loo. ^t»-c-e©3fe©!^^©pi#rs 

#^S{Cil5jge[©^*T«J*^tf-!f>:/JU*>6»?.n 
S8H5e'>i':?-^i'{*«J»ft»©««rt«:mffl5n. C©J: 

[0 00 6] uftLdio-c. — x@-f Ayr-yfe-r*fc» 
*^IS1^> F-f --'^'f Ayr yHz-t-*. RSI??Sffi*i"5IftB 

■5Ci*«SS-C*i. 36K8U©*fSI*fc»iaiR)K». 

^-/K«T4ffl<r^rBiria©aM*^fiS-r -s c i =&iiPii/-c 



[0 00 7] EP-Al-0 787 986 "Cli. ^ -f — 

[0 0 0 8 ] us 4,590,169 fcit^ US 4,595,661 CC 
«. M^i:5aiffltt**>o!n<*=£ffi«-r5C<!:icJ:o-C7 

9e'SfiJi%?«i!>s-t^5Ci3!iiia«3ti-r(,»5. us 4,59 

5.66i«:J:ti{f. V>-:fMt^>^)Xf\y>mm^tnms 
T'iJS'&T S 3 ia®tn*te J: O'St^ic^tcSiS 

tt^^-r 2 a<DPm^iaa:f*i i tec > a 

[0009] EP-A2-0 617 285 iti^^kitMA^Vth C 
[0010] 

®] ±fe©aw». 1 {ci2«©*^B««):^!**s 
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a>Sn-5. h:'--R2*jJ;t>'R3{*. W> + 

iftcssE-rsRSiie^''^'- ^:^-©^3•*T^A^s^a5^4*s 

mi-r?>J: n t>Wl,>^^A©iSat:-^-r-S*iiij:af 
6. L 1 tS[#ill5ei^i':^-^Hi, L2«c#*/t»L 1 

[00 1 1 ] Rl. R2te<fciyfR 

[0012] ©jjEj^y-^-^uat^-rnoit^icfc^ 

L2^^<??8d^5-'^^:»-^^i^fc»L 17"5'XL2fi!c^ 
jW^^'i'^-Jl'ittSiHKCL l«ti?SiJ^S/i'-*-;l'€:lfetH-C 

jSzS^fflt.^-CS'J^L'. ^L2»^-C*o-C-e-<Z)fS14 
^t?« ;i tfjtaia^EK: J; o r *8t> 5 fe©t?* o r *> J: t >, 
SlJcD^SE^-r-lJ . L 1 *i J: iy^' L 2 « 2 a©M*«ii-^ s> 

#f©fci?)CC», mi*, "Llffi" t "L2M" SfciJ 

"L 2 r^^;^ LI fit" 4©tb*»ffir*ci*srif. -e 

©)t^ "fit" *5^^->i/':f-;l/:&jS^l*-rS5&i. 
<bSI«*s> y y i^nmm^iiP^iP^ 

[0013] ^isms: y -j i>n^<ici.-:,xmt<DmfS. 

-C^*fgW ■51^> K ^ y 1 - A - R 2 *J J: 

O'R 1 -A-R3©flJJ5£*«{CL/rc>-5.« tUtt^- M 

y:^;l'©«ii?». R 1 - A - R 3 -y-V K •? 
^fl^^OlS^iOfeR l-A-R2•t^>^V 

-en^no^e^-cst-r^— k:r 1 -A- 

50 R2lf>P-^^9^a^}efiS*«9Sl/, Se)K:R 1 -A 
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- R 3 if > K ^m-^t^B!S,^%m<Di^^ijm-cwim 
[0 0 1 43 *i%w©sf * Lt>iijfi!B»-c«. 

^:^-R2*^J:i>'R3WI5Die^''^•- -CdbS. C 
©ia^{C». R2«. R23^^*iJ:yf/S/c«^HK© 

fflt^en. — r3« (ii>^c< 6fc'f>+a'<-j^a 

CO 0 1 5] R2*s<^;O^R3«S)tS^C■5.^^^^•-^:^- 10 

m\ R3«^*f«j±Kisi5|^D*lg-^tfl[*s 

36^i!g^/^•- ^:^-R3 feUt^ite^/^- h ^-R 2 «: 

[0016] — JKCC. «^^©@tiR 1 4BJ:0'«iSR 2 

jg) it. fel^ODSflR 14Bj:a««iaR3cD*iaii3^J: 
•3igi,>-C*5^. tfeS*<DH*BR 1 *J J: 20 

tfeSSSO "HtBR 1 *J J:CJf|SS»R 3 " «T*©*I^H 

1 :^^:^L2^S??SM'>^':^>'^i«SlJ^B«:L lS'JS'>i^ 
( C n»R 1 - A - R 2 ia^(*©}^fiS4CJttf!|-r-5) ) 

mtf. L lSlJ3£i^^^:^i^3!lS|S^SIftila©«K<»«kO^>S 30 
<. S60CL2il(l3ei^i^:^;l'3!»iSISI|fllia (ft^fiiaifel* 

[0017] cn3:rK:^o6tiri,>5:^<i:»*tMW 

R2*iJ:OfR3»I^D#Sfl«)te^''^"- ^:^-■C*S. ^ 
hi<ct^tc, 2|s:*W©:^*fe«,fc»3a5S«:ajfj{fr*Ci*s 

[0018] :«:%^©:^©$/c8ii©fiL^.»a'i%ffiees: 

(Jpd^ J; 0 Si, ^TSa* -:3t»- > :7'^l/©aia©95SK:ffl 

i^Sci^s-e*. L2ts#«iJS'>i^:^;i'WJ:0« 
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[0019] LI *jJ:CJ'L 2ijJ:C;'/S;^c(iffi©:^''>' 
(t?8il{S-r>+*'^-i^3>ig^!B!l'*'©R2 
feJ:!yf/*!tWR3©rSK) =&jimajf?-rsci{c<fc 
^r. i'J^H©)2:3*iJ:i>'7 i7j!5!j:*©ftlUi©Sg*^^ 

tc^*>*»*De>-r. ata-^©R2 - l 1 (oimmmi^-^*^ 

J:0fR3 -L2lfi{C<k-:>-CfiiEr#«) . 2|s»W©*a 
[0020] *IKH©:^«*fc. h:^ 
T f -b *J iD^VS /c«— Xe-9-> K y y -fe ^' * 

*jJ:Of(SIS©IH*JB^^wl'*> (LH) !|#sm^«c*t 

■rsiai***Jffl-r s -f A y T » 42 *rai,>-c L H 4ias 

-rS©*i— JKWt?*-S, hCG*sfc*ft:i!-!*->:''iUtp{C 

±-ClSfc»«<!:^<!:■±■C©fe^g|5^i*^ h C G^-Ctt» 
StlSCifC^c*. ite*iLt:ei«t-LH-«i*-9->K 

If >y>'ntJ©L H©^fte« 

r©ci:^&:ixe-!^->hv 

(cffla>i— xs-tf-> K 7 9^IS®5*ffltir Buffi© J: ^ 
^*Ti85?:ai3E-r-sci*s-ct-S. c©J:'5^t*«air». 

RIW. C©ife^''^•- h:f-*s^tf?ej<!:35^J5ICBiBj|f€: 
^l/< AJf{Cg^r*SJ:'>K:a«ti. R2*$J:0'R3 

Si. *^?B^«m«R 1 1 ai|{C*H^Tf^S 

n/cta^*. R2iL-r!^S©trthCGta{*. *JJ:C^R3 
<i:L/t:#«©eiLHinft*Sfi[ffl$n4. L 1 i^y:f>»l' 
(Rl-hCG-RZ-t^VF-ff 9^©J^«S«:«fi|?T-5 ) 
«. LH©jaS*iE5S«C{?iS1-Sfc*{C-9->7">il/?:«?(IA 

(i^x?i$63Sr -fe -r-wgs'j^-r 5.©*^s 

5«p4^-r. 2j:^?3©C©:;^S»Sit. ia^*:©S'JS. 
#5S©5feSi'a-?'y>f (mti I KM) <i|^ 
©. m^Lkt'^ ^ )i':^1^fc\tfmitKUi<cm\^Xi'mitifc 
*>©) ©aiS«:aiH©,««irffl<,^-5ci*5-e*. 
;ucti{cfiFa-r 5f6©5i«aWffitf>Tia*jK:?¥aE-r S c i * 
its-T'S. *^^©:^;S*±fa©cfc'5(c<ie«-rsc<b 

t>K." <!:t,>^^3^-C:*:^?§©iBHF«?(C'a^#nS, 
[002 1 ] 4:#gqS©$7$ LC»X$ldgl^»ilS3f$©fQHII 
2 31~ 1 9^{Ciai83tl-Cli-5, Ctl^©lll66SI1t*JJ: 

c;'fl6©3lifeSS«43 6«:s¥ifflKSiiB-r€.UK:, *^?a© 
a»*ai««>*?t*K t» < o*a©flBiS%i3t.3&»«c 0 J: 
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[0022] "^mt" t-^'immt, ^^^:fj^-c^ 

m^ti^^^^m^ki^-fc f^miKDmit ep-a2-o sis i 

94 0D8— 1 S-^-J/K^lf 6tl-ri>S. ^*T^«#^ 10 

[002 3] jiStt-ffi©^*T^l*f^ 1 0 03J^e>2 0 0 
0. i^Kl 2 5*^^ 1 0 0 0(D^^m^i>-:>. p<<D^ 

0 0 1<±. ii^ 1 0 0 0 OfeLhO^S***-^. ^ffi^J" 

#';'^:?'5^F. ^> *ffliis> fflis 

jtfcT- 5 h =>> F V rteJ:o'-ecD 
^^e^JSiM. txF>. t;!/:^?^. ya:/>;>, IS 

USSR. ^P7^^i^'J*>> H2 

^«f!^iL/r*ilJa^©f6©FII». -:*ifl*JJ:af- 
2|s:M(:i- 1; =f 51 U*5=- F*J<fciyf!l< y 3J u*^ F-c* 

[ 0 0 2 4 ] *^HJ-r-». "1>->:7';U" <t». te-e-6< 40 
jg?«:*fcttfflaS, !Rf(cAH*Jj:U'SJl©K:fi3fe-rS^©. 

0flitfjfii«. ifiim. ^W'^. ism^ism 
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Ui.^. -e©J:'5!5:1^->:7-;U©^ffl«iSK:«. Jfflia©^J-iS 
*jJ:0«/S/c5ii§»?. its. ■9->:7Vl/«fi£(K^ <m« 
SeS) ©ttl*^«?*>t'<«^tt. W 

>7';U©i!!>S. 3;/c«j5WI«:J:§-!J->-7';L'©«!iS*i^* 

«*fcJti®^ii-Cfe<fct>, «^©ti*i«<^tH$ 
n^'^^^l!© 1 -:>Sfc«2-:>JU±©3 t-©^SR=&fe 

(i ^v—fe'«issic;" (pcr) > b'a 

mSJS" (LCR) . "Q'<-»l/::'';*— b'«:<fcSJ« 
«- . "Siffi35>J«Sc»lti®'' (NASBA). 

-< v-Jfte" ( A S P P ) *sJ:yffl6©*ffi'r'* 

[0025] "i^mn^f^- Vi--" t ». 

^^■r tBiii4«@«c i o -est- ^ cc^^-r a c i *5-c t 

7'L'--7'f ';-tc±-5'C, ^bS'^::''^ Ff'-^^■^- 
J^ k: J: -5 T . S fc« "ite^«i!^^^Si* =yA^=y') 

(Larrick & Fry, Human Antibodies and Hybridom 
as. 2:i72-as9(i9ai)) «:J:o-ca8R-r4C<b*3-C* 

[0 02 6] #sa«Jig#-'-5-F:f— il-^^fflii©^^© 
fc8f){ceiT©fe©**^3nJ:5 (fc/cL/CneKISS 

: 5^0+2^ v^-^^a-:/'; :^f-ci-^FIS 

';:/u»^t»--. :t';:^5?i'^3^^F*^J:CP^^<';>?^' 
\^^=f-Y. T'af-'OA, yn7-^>G. Ttfv>>. 

^SK^c i'o #Safji^»©{?!lli£lT© i *s »5 -C* 
S:laf*/5i;i. tS<*//>7-f^>. 

Ki'U'r--feV5?i'u^5^ F. y^-^f-^y/y 

7^ -OA. lfffltt:<-';=i"5<i'U^^F*fc«=J<'J5?l'l^ 

( :i-^F^c<!r. 
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[0027] :^^-Clt. "tKf^" i "5 ffllS«. 5fe3S 

mi/ci-yv>imt : I gA, IgD. IgE, IgG 
I gG,.. I gG,». I gG,. I 8rG4. I ffM. 

tnH^Si ^>p?tfn4) tcjfef bri^>^c< t i> i -^©^ 

^^y^:y<D-AW&. its. ^«fl«J«^. ji<*e«JiSS«: 
C 0 0 2 8 ] "tm" i ^ffl^W— «*s J:0'*^ffi!aM 

[002 9] *^H^-C». "titft:" <t t» ^ mi§W. ^ife 
rstnWtcli Vitrj: < fRFKCifiC^ ^i/^>h (6?ll;i«Fa 
b, Fv. FCab' ).*iJ:ZJfF a b ' ) fe^ESfeL, S 

>) Ccj::S^KK:<fcor8Sjg-c*S. ta^SHiKJ. fait 

h T trj^> SfctJT t i>> iStBSH* S C i {C J: or . 

[003 0] *I6B^-C«. ^ P - :^>l^tA{*"C 40 

i>:t^'ji'u~i-)m»'Ci>J:t'>. tarn*. 

h 'J ) *5feigL (WT©:5S:ffl5fe*:fc#MS*li^l> : Mess 
erschnrid, KCOforum, 11:500-502(1996)). Ml^Tlltllil 
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J:or®St:-#-S, SS^cCt&^fct*. jlG^^ffii^^jfe^^ 
S^rfflt^rffligJilEBHa (^x.lfSS*fflJ!a) (Fischer et a 
1.. Biol. Chem.. 380:825-839(1999); Hiatt et al . . 
Genetic Encrineerinq, 14:49-64(1992)), Sll%9lfflSa49J: 

xj-wmm^ (pii^«wo95/25i72*#R§snfc«,>) . m} 

[003 1 ] "Hta" it^^fflStt. f^?L 

o^-F. IBM-, afcffiifcwi'cn'hi'^^ ^ — t-M- 
^ci^-a^TSo —date. llffi©^S}*iffi*t4t?afe-5> 

r*'a-x. xt^yx^^u 

[003 2] S=fg{*. W;ttf-9->::^;KD«^fig:9-*iiati 

[0 03 3] "iK^L/-Ct,»-5" ili^ffliS»jE<^S 

«. 9Fi-(D—-ti<ryptsi<s i «> 1 o©M^^3&J^— ©^^^ 
©ii>& < i 1 o©il^« <b«T*#^Wr 5 i tc 2 o 

©^^^H-c#«E-r-5>*)©i#;^6ns. #^*t^^©«« 

». ^B®^. ^?l^rt--©t*A*fc{i2-^©iNfSe*5M^ 
/<- h:^-©i|g^-C*S. atH3;/c«m'^©ii[Si^^ 
©<&«:. h flfe©#SW 

Sil«:KiSW«:ils^3-a-€>c<t*«-c#-5 EP-A2 
-0 411 945 «:#M3nfctO . C©c:i«ilSSWI«rffl 



C8) 



13 



[0034] "i^iftJl^&F^" itl-o1itc[i2r)U:i± 

(om^^'no. c c fit>i^c < i ^> 1 ocD^s»«^^^^l oTti 

[0035] »-enif*-Cl^tHoJfil&i^^':^Jl' 

[0 036] m^ummfom («T©:S3««>*fc#flis 

nfcl> : EP-A2-0 515 134: US 5,340,716; US 5,549,83 
4; Bailey et al., J. Pharmaceutical & Biomedical A 30 
nalysis 5:649-658(1987)) SSg {-fe-f S-f ^-Ifl^ 

;^-6-*X7i-h7't Ht3y:f— 12'. T;i'=i--'i'f' 
-;>x;^7^v— fef%iftJ) : ^ : MTfeigJW <7;l/ 

i--f--'U, x:^5>, rV-Ji't-Jl' 

;u->7:t ';>*jJ:Cjtxi?*';>%^C?) :i9]Sffl 
{i:i-iy>. 9 , 1 0 -i^-;^Ci*T> h7-fe>. 

fflfl6i5nlg I . I . **C. 'H. "P. ^'S. 
"Cr, "F. "C ofciDf" S e^r^tf) : Si^ (fei 
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-etie<w^fli"iig&siiS-ceiS8r# s y # V - a4j io- 
[0037] iytf-r)\^mE.mt.t.fc. Sl^K^fi^JKja 

)jSc^3-€r^$-r-5, f?!)^fi^7fe^J48J:Df^b^**^« (EP 
^-0 515 194) . B3yp)iJ<ti:)^M*^3fcffl (VIO 95/068 
77) . WtiW" l^^lf^^^ (Udenfriend et a 
1., Pro. Natl. Acad. Sci. 82:8672-8676(1985)) , U 
jt»35£B*iJ:Cf^a (Mathis Clin. Cheni. 39:1953-1 

959(1993)) . ttfctin^mmisj^tfism^m (us 

3,996,345) r-*-2> = 

[0038] ^^so+aaJSiEKB. m^it%i> u < » 

c ©mi§» . 1 OS /c« 2 oj|ji±©fi6©^53-(c J: o -r * 

5fi£^fstt*^ffli$ij* fc»it?s3 nsfisfc sfc-a^^ 
c©i#^f!S;^<fc«®^-c*»). -e©'5^©iJ>^j:< i 

1 oBSiI(OBfl©ft:a>©SM*^L/. 

[0039] -m^ic. ^^^<Dimmti\&smzu. 

m©^itliHF^. 6 0 0 nti^P©l@itiiH 
rt. Jf*L'<«40 Onn*?®©> @ef>-CjIf S L < «2 0 
0 nm*)^§©ffi^®Hl^«:* 6 i 
[0040] g8iE^^«l^«l/«S+Bte J:OVS/c««^ 

«. it@*^i!^^c< i*)i^2 0nm-C2 0 Mm$-li;^^Ct-\ 
ffi«»4 0niir-l 0 fzm. Sf S L < «0 . 1 ~ 1 0 w 
m. il#K:»*L.<»0 .l~5wm, gS&rSfUKB 
0 . 1 5~2 jum-C*-S.ia^^**i^. 8iiE^=-BMIiJfl«Ji^ 

cii6i-c^5o m^^{i^l*6<J^ctt«©^S^r^>':>c<t 
*s-C$S*s. 1/ < (J7k©SStci£(,»SS. 
0.7-1.5 g/mL©*^*^-^. »* 
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(004 1 ]*?* Lt.»ffi*e^». *^««:^li{-c#. 3 

*S. W;^.tfEP 0 080 614. 

EP 0 227 054 isJZZf EP 0 246 446 tCfB^Sn'TCi 

S. 20 

T©3<:Bt'b$/c#MS4^fct,» : Boguslaski & Li, Appli 
ed Biochemistrv and Bio-technoloqv, 7:401-414(198 
2)) : EM I T CS^S«)t^ : C E D I A (SfcfiiSS) 30 

-^AyTffe-f (EP-A2-0 515 194: Ullman et a1., Pr 
oc. Natl. Acad. Sci., 91:5426-5430(1394); Lniman e 
t a1., Clinical Chanistrv, 42:151&-1526(1996)) ti 

C 0 0 4 3 ] "^-IfelS^BEil" ©!m»» 1 

[0044] "■9-> K ^«iC©^fy^Kil" rw. 

ji^«^#f«5«. @tacc*S^L'fci|#M^KJM^^^•- ^•:^- 
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-e© J: ^ -y- > K i- 3=-1S^ft©P!l{iWT© t *J 0 "C * 

-!nJl<>:»«T^ ( = tii{*) <>tSM-«ia. 
[ 0 0 4 5 ] *«W-C«. "raS-rAyT 5'42'('" 
J^- A y T -fe ©#SfJ ^C^ifi-^g^i-C* ^:-rfj:t> 
^. C©lt^»^*f!g5tJtn«ct?*.5. !|fSfi«JJ^-^>'<- h 
©lo«-€-©tniMteJ:af/*fc««^M-C. ffe:^ 
©!^^Wfe^>'-t-h:^-«-JiS^C. :»«f«I*5J:U=/*/i: 

KSS A y T i» -fe r J^RR S *i 4 ■€•©<!: 5 ii«^f*©W 
ttWT©.;:**^^*^ : Sffi-tn I gUtKi^O^mi 
( = laHb sAg I gM) OHb s Ag-^^*fc{i 
Hffl-Hb s Ag<>^«T^ (=tnHb s Ag I gG) 
OS&A-m. BI«-<A>^Ts'42-r*^tf±fB©lJ- 

(f«liL« EP-VV2-0 515 194 ?r#KgStlfctO , 
[0046] **?B©*^li?* L/t>S&S6j!§fil«JiiT© 
t*J*J-C*.S : ( i ) •»f->t/;U»5J*Tl«JACC!|#MW^C^ 

^Al§M6«Jte^^'''- h:^--R2 (cn«SaiL 1 ijg 

R3 (cn{i!($^a«)*S^*t«R£MX<fcM^b-Ct^S) i 
-f>+^'<-i/3>3n: (ii) ■e©f^. ©mL2 (C 
ti«#llfl«j>|g#*f©*g^**«teSMY (XK:*fl£:o-Cl,i 
S> tiS^Lz-cci-s) *st^^*?g^!Bj{c^»nsn : (ii 

i) m^i^!f±Mi'J>fj:< ti>2&, ^raTl*Jj:0*^ 
BiT2-cai«3n*i. CC-CJ:«3JP(,»^T l(3ta< <h 

8SMa**>'a:<'^. |*©B^raT 2 {i«il6L 2 (.^-^m 

[0 04 7] "«i!SL2©^fln«sfe*<" tmmsn 

i,mmt. "siKL 2 ©^sn*" l 1 ©S'j^s -c" ©b# 
"s^L 2 ©^*p*> L 2 ©fflijs* t?" (Dm 

^. B5faB#ra». ••^^L2©^»n*ie.«ssL2©aM 

*-e" ©B#HI©»*L/<«3 0%*«, !^«CSfSL<« 
SffllL2©^JlP«!rT*4. 

[004 8 ] ^^^^©SiJ©*? * LC>3l]5fe^«««T©cfc 
^ia:fc©-C*-6 : ( i ) ■t>-:fMt^miAl0mtl^^ 

!^A!t$SflfJ*§^^-5- h:^-R2 < CtitiM^L 1 

$nri>.5) , *sa:o*^3•«T!g^A#se^3^^>'^•-^•:^-R 
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tffssn: (ii) ^cD^. «iiL2 (cntimmmm 
o-ci,»-s) *sMS2i^K^»n3n: (111) Li<D»i 

[0049] ^^L 1 {iWI^«Stie^t?, ^ISL 2«S 

[005 0] ±iB©:^t?1#{C»S Ul^ite^MXO Y 
tf7;U:i-U-fe-f><>in:7;U:i-H2>f>, t?=f^=J/>< 

[005 1 ] 2|s:^J©#«:»* L/t,>^«6^««L0C I 

SSn: (11) -ewl*. •fb^^Si^ (c*a«#^fe 
^i/t:c>S) *s*fe«ig^K;gRJjnsn: S6k: (iii) 

-2. > ©gSttlf** < -C. S©B#raT 2 tJft^^Tee^- 

(ilS^^!t^E£Mt!iWY«cjg^cri»€>) ©^flna-c-* 

itjS&T-iifS^-rSiiSSiJ:^^. l!a^Stt!S©<!: t 

pg7fe©^t?ws^3-IS0-c}i5fiS;sns*^>£<b-&® 

KJ: »3<fc^^St^<i:^Or<.^€>^b:^3lc^iJS)S 
^^■e*-S©-C. 7!£*fifctB-r-Sfc«f>«:iaia3n-5{b^^ 

?nft:*ifflse^®-r<-jfi^K:*afe©ydw^*s. ais 
*ffli.^-Sct«:J;or^^5Ci*i-c*-5. LOCI 

(a«b®^);^i¥iffl^flBa«W*« 515 194 

*fc»2-:>tLh©ssf4-c#ii3nfcea&^^**i-r. "fb 
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[0052] ^^moljWiX^t. R 1 *iJ:C/R 2 . R 1 
*j<fcW3. Rl. R2feJ:CJ£R3. S?t«R2*5J;0- 

^&*fe-^*i^5caM?ti5. Wit«. ^<©*fflaini 

^<D1^. t,K-o*>©^''i'Ci-:f;l'K**=3f-A5cn 

6©lrtJlK:ilS^-C*.5. -e©* 9 fttSM^tfttars*^ 

Jl'Sitt:*^-^''-?- b t". "R 1 *J J:t>'R 2 " . "R 1 
*jJ:i>'R3" . ••R2*iJ:y'R3" SSfcK "R 1 . R2 
*jJ:afR3" i L.-Cffll>6#a6. t/l»*«S^« 

-Ci*. R2*Jj:0«R3»I^Oi?S^''t- l-t-'XR2im 

[0053] s e.K:*fc. *B?9©^ra-c». l i *s<t 

Ltcifi-yX. ^© J: ^ J&:ti^K:«<b^^:m^^SJ 

o-C^Stl. it^^^^<D®m.iyi^i-Mt, WML 
2:/-7XL 1 i u-c;i/5 ^y-^»"-*ffii'^"C^-c# 

easLiiurapjssn. ■fb^^*e^i'l«'>^^•^^^ 

[0054] 3p:^J©1t«:»* 0<.>:&at?«, ffl*B»^^ 

Iii L-c^te-rs, ^T^-^fxsi^. fisite^feiii^te 

R 2 *s^l!(tt@ffl{c|g-^ u » S 2|s:^^©:^rft» * . 
«F6c-eti6*^ISHti«:it:^^{c J; r>r^^LT:t> S 

s. 

[0055] *:M?B©SiJ©Sf ^ •t'-v F y 

5^}g^©fe*<!:l^-C. 5^^^:^/^^^©^^}• (^^L 1 
fcJ:CX/*?t:»®iaL2%^> **SC>k:. c:n?>^» 

a. mifLOC I (^5iSSI)«:S«:Lfc±fa*Ji:t^* 
*6W-Cjfi'^S*ftt*S= 2f:|%H^©#Cc5fSLl^:^ar- 

ese^cc^^ L/ fdb^^tss^a^-r s. 

[0 056] 3 6K:*it. •»>->^;i/tf©^«T 
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Aiga-CiD'5*\ ^^-'N'-ht^-R 
3 {-/> + a'<-i^a>S^«fK»«rrS) (Di5*f«J 

^ c. . L 1 ^^mm-y if-i-Mt. l 2 fi!c?¥*> u < » l i 10 

[0 057] *»WW*fc. 1J->7VUcti<D53>#f©A?:5c 

S-ti--5fci*«:. ^«T!eilA^^Mfl^J^S^^^•- h:^-R 1 (C 
n«@tBK:ifS^brt,i-5) . ^3•WfJA1$sa«)i»S^>'^■-> 
:^-R2 <cnt*»iSIL l{Ci©^U-CC»*) . t^WBJA 
^Sft'J^S^-'^- ^:^-R3 (C:tl«!^Sfl«JjS^S*©«BS 
M^MX{C*g^L/rt,^S) . *Jj:afa^L2 (Cti«# 20 

>?g^4'K:#SEf -SiiiS^^^- h R 2 CD^t^r^^Aife 
^gB{4®ISfa». J:«5m»^!gJACDiSg-CiDS3tP. 
teJrO'/iteii. ie^^^•-^:^-R3 

3>ti^!B54i«:i?a-r-5) <D»»T«jAie^gp{a©iainj: 

[0058] 2|s:%W©SiJ©!|#a!ttt. ■t^>:/^l/if'©fl'«f«J 

A ^^fl^j t. tc u^nmicmm -r ^ fc*©^*^— ^ * ^ 

^'K*. ^3-#T^A!RfM&'flS^v'C-h:^-Rl (cn«H 
♦itCilg^Uri,*^) . ^«f«IA!f$SWM^/>--|-:>— R 
2 (cnttM^L IfCiS^L/rt^^) *jJ:0'^tlT!KlA«F 
^8^«S^>'^*-h:^-R3 <cn»«S|L2Ke^Lrt> 

h :^ -R 2 <Z>^#T«J A^^g5&©fiafn», J: 
*)iSl.>45-eT«9Aaffi-C^D-5*'. *jJ:tK/*fcW. 

®^*?^AM^ai5{4©fi^ J; Ofcao-f 40 

[00591 -t^^-r/^UctJO^^JAiJcaW* fc(*3ei4 

^mii!^A^mm^-^^-<-\'i-~R2 (cn»#fSLiK: 

i(iS^O-Ct,^S) . ^*f!^A!i*SWi|£^^'!- ^:^-R3 

^mxY (xicMiD-rs) {cis^i/-ct=>s) 4. »* so 
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- R 2 ©^9-^% A js^{a©ia*a» . J: SiC » »«T^ 

R3 (-Y>+::^-^-'>3>ii^4'«:i?^Sf -S) ©J>#f 
i^Aite^ffi©^fQ«fc 9*>^©-r>+a-^-i'3 >B#H 
i|#«:Sf*Ll>4>©». »«TiB»A!^Se«J^^'>- 
-F:f— R2 (^L IKiS-^l/rC^-S)) fe.fcOf^^W'ia 

A!NFMe«]^^>'^*-F:>--R3 mmm^-^mo^mim^ 

[0 06 0] 3 e>{c*fc. *SaH©:^ft** 
[0 06 1 ] SS#SffiK:*Jl,>-C : 0 1 «, *:SM^©ftf * 

t.t»<fe3£:^ffi©^ia-cA€» ( "S" =iita) . 11—© 
XS-C». Hffl-R 1 . ( "A" : 

>H'K:??ffi-rSCt?:^f*=i-r-5) . R2-L1. fcJ:!^^ 
R3-L2 (*fti»R3-X) >&-^CCjg^L.> C©« 

iSil^^^iaiT 1 ^r^iSf 5, ^IBIT 1 -e. 
^■CA-SHffi-R 1 -^9m-R2-L 1 ©«ilL 1 
©alJ5EVy:^;^«:^^t-S. -e©?^. Y-L2 (R3- 
X©i&^©*!^> «:^)!)P0> -<>+^'<-i'3>il^«: 
ffiJlfflT2*r-Y>+a'<-i'3>f 4. ■€■©». *S^ffi 
^ft. Bt§-R 1 -:9-«T«J-R3 -X-Y-L2 5c#«e 

2**pii;e!a8©«^. »*b<w. !tt^ig^f*«:??eE-r 

i^m^L 1 *>J;0'L 2 (Dm-JfCOm^tyi^i-f^^^f^mT 2 
CC£^5£3n2>. ;K^M^©S'J5£->i^:^^l'«ri'JSt-S«;to 

L t, ^«aS^tf ©m) SS'JST 5 C i *> * fc 

[ 0 0 6 2 ] H 2 ». ismmy v i't>->:^ju©^** 

-r, ^<Dj:^i-j:V->:fMt. ^©i^fe "T2i^^'f~Ji' 
/Tl->y:^JHi" k:*fL-r:?"a ^ F3n^»^iaT2© 
iyifi-)l'<D:k^$a>':>. TIBfc^-ri^t^ti*^© 

< •o*.©!^4^isgg«i L/-ciftwr 4 «>©-c* r> 

[0 06 3] 
ADX=T5>'f'+;^ 

fc:;t^>-X-NHS =X/U*:;^i'-»Y 5i^^l/-6 - 
{t^3^5^>T5F) .#1^-/X-F 

BS A = '^i^sSnmr Z> 

C - t-X- A D X = T 5 ^7=+:^ F ^>tSm^3fe 
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C- t*-X-ADx-DxA 1 = T^ ^'f 

C M O = ^ ^» ^^1^*+ A * fc« il/d^^ 

DMAP = 4->^y ^-'I'TS 
DMF = i^-^ ^;U^^;l'AT 5 F 

Dx A 1 =r'^X F^>r>fVrfc: F 

EDAC= 1 - (t?^^;i':7*cit';u) lo 

F 

MES=2- (N-^^\^y :t 'J 

MOPS = 3-N- (-^rJl^:?^ y >/) ^a/s>x;l/^> 

m 

NaBH3CN = **^ti^r-/*'^?^:^ F ^ '^A 
NaHC03 = ^M*#:^^ U'^A 

SC-ADx-— SiS^T^ F-r^^^XF^^ 
S-t:'-X-ADx = f'+;^ F^>r;l'f't: FtSS^lS 

S-tr-X-DxA 1 -s av = :?;F u:7*hTfcrs^>» 

-tf-X-Dx A 1 
STUT = 0- (N-X;l/3^X^^'>>f 5 -N, 
N,N' -f'F7>^5';l'-'5n-'J'Af'F7*7;l/:tn?K 

TAPS = 3- [N-F»;x- (t Fa+^'^^^l^) ^ 30 

f;x= h «;x (b Fa^>'^^;L') r 5 >'>3f> 
Z n (B F = ^ i t* e7«K*iS 
[0 0 6 4] ll«6«?«l : ^y'v^:AmHOm^ 
1 ) ib^^te^ 

•7f'--;i'X5Ei^ (Seradyn, P t5^#-^830QO 5 5010089 
0;ii:Stt0.2Mm) Jgrx^U>^y:3--^l'. 
^v'X:5ry--;U4sJ:{:^NaOH (6 5 .4%. 3 2.2% 
*5^0'2 .3%) r-^^Sn/cS^tC^tiS-i*. 95 40 
•C±3-Ct!4 0^MH^-rSo ^5^=^•fe> (2 0 3fnq/gr 
5gt^) ^ 1 . 1 0-l^X 

{2 7mq/g5&^) 2 -x h ^ix- 

r'3 0^. 9 5*0+ 3°cr''r>^^-^-i^3>T€)o h>j 

ifi2-^CDtE^^-^^b. «ffb^j:3:)^e>?6JC2 0^ 

4 0-C± 1 O'C^^n-t^. m^^in1d&^^A 3%^ 

5 (Microqen Lab System) o SL^*5fe-r^»]fC. 50 
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u > 3 --^I'iScI: 2 - X h ^ v-x ^ y - ;ur ^ ? 

n/c^S^ (7 0%fci:C>'3 0%. SOOmL/ge 
^> -CSt?f^l/. igci/^r 1 0%Xt$ry-;l/ (pHl 0-1 

K 400mU/&e^) -CSfe^-r^o 

[006 5] 2 ) tflStt^ 

v^v^^ ( Seradyn , ^ P iJ/#-^83000 5 5010089 
o:^S*^0. 2 am) *2 -X h:^^^x^y-;U. X 
^U>y Vri-iUfccfca^NaOH (6 5 .4%. 32.2 

5-C±3Xr4 0^«»T^o itlS^5f4 (t -^^^iUt^ 

L (9 2 &CO^I4/5fnU/&5e^) . 9 5'C±3"C-C3 
O^SIfe^'So C<5[>2 0Cr)-^>=^J^^-^3>B#rBW*^ 

xi<Dm.T^mi^Ao^c±\o'c^}^nh. 435 

^0l/(Ojt vU^^V ^ 

■rSo 5e^*5tTftl!a«:. x^jI.T;U=3--^1' (7 0 0raL 

/g^teT-) r-SfeitL. ^c^n o%x^y-;u (pHi 0 
-IK 6 0 omu/ge-?) t:'^jt*r^o 

[0 06 6] ^)®t?92 : T 5 ^^f^+X F '7> (ADx) 

TC^-^o cc-ci^iocD:9a^^To iiS^^g*JcfcC/?iS 
Tffln- F«:«f^/c«JgcD:e/^:^^K:Anfcl 5 OmL 
CD^iCf^'^X h ^>T- 5 0 0 (Pharmacia, Uppsala, 
Sweden: 5 0g) ^jg^O^b F n >^-n bJUf^+X F ^ 
> { 1 NH^/7 ^jva--:^) ffSB^S^C 

1 8 .8 gCDZn(BF4)2€:3anL/. 

■CCn^S 7*CJC-r'So C<D;SS^xb'i5'DUb FV> 

( 3 5 0 mL) L/ ^-fi-To 3 0 ^lU\^^mm 

-rSa tB^*8 5-C3&i6 9 5"Ct?S6CC4B#Pa«^ 

[0 06 7] ^aUf'+X h^>*2 0 0mLO7k&C?gfiS 
L/. C<D??fiR*2L<D3 6%T>*xTCCgSfln'rSo M 

s^iK4Ma-c4 HP^iifi^L. ^i^riHiffi^^ar i 

9 0mLCC?gi!®-r'S. ?S^ig5*-#^L. -etl-etlfi5)o< 
PS (pH7 .2:12 .Smq/mL) CC^M-T^o C:(D^?£ 

^mmvsmmm^L. m^^^n&o (4-'8-c) . i 

5 0 0 0 rpnit?4 5». Sorvall RC-5B M-C^S'T^a'C^'r 
*1 mLtti(D2 3 . 1 gCQ Sulfo-SMCC^ 1 0 mL(D±f» 

a (ilis^4^#^) o 

[0 06 8] mmms :7^=1^>^h^>r;l/7^bF (Dx 
A 1 ) 
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4 'J 'J h;K07 7X3(CAtiyt7kl .5 Ltt»^4 OOsr 
©7=^4-;^ h ■7>T- 5 0 0 (Phantiacia, Uppsala, Swed 
en> *7 0*C-CiK^-r€>C: t(Cj;or-^=*^;^ h'7>T^l' 

W. (4 0 0mL:*-e2 5SS%, pHl .8) *TJUrf> 

Tx-mmr r ji/ - 2 . 3 - x.i<=^ ;^7"p fju^lK: 

latC^Wr (3x5 0 0mL: 8~10im/») 7 0"C-c 
^JOr-S. ;^%TJi'=''>T-C3e,«: 1 2-1 

so'cvam-ti,, "^(m. isrt.M-&!^%?^»b. 6l 

OTktCi^ftlf C:©#»iS^i^4 5 (Microg 10 

en) 0«i^:^iife{Cj:4ajai^;^-f-A?S:ffi<,>T|!R^i*ia 

0. $<c.tcl .0~1 .5L{C?SifiT«.o 

[0069] i^l,»-CtS»OJS3>S6T •;yU3j-+i^7=^+X h 

tl. 2 y <y h;l'/^©SSi-CjlDET ( 9 . 0 psi) "CT 'J 

^SE* 1 0 'CiC^-r?>. 5 0 inL©Sg<bi^^ ^;U!&r>>l' 
::f>Tt?mSo ^^&«J«: 1 OB$ra«^bfc^. CCt' 

h-7>T.'l'7't K4v-f i'Pi>ji> (Microqen) (S 20 

[0 070]||lteM4 : TS^f'+^^h^^tSaiTAR 

ImL (2 2inq/niL) (O^Lfcit^^^^ (SfetfeM 

1. -'<^d^571) «r0.05MES (pH6.0) 1 
mLOT5>'7^=1=Xb-7>]S^ (2 0inq/inL: MW5 0 0 
K, ^m2^m.) l(nL<i:EDAC3 .8mc|/mL<bS^ 

Ts. eggft^sfi ( "RT" ) -CI emaumLfcik. 

«i^*0.0 5M©MES 2niL-Ci5fe^b. 0. 

0 5M©MES (lM®NaC 1 ;pH6.0) 6inL-Ci5fe 30 
^ti>. «)F^«:0.0 5M©MES (pH6.0) 1 niLKJO 
its (SC-ADxt4^2 2mq/'tnL) . C©i^^<S:M'C» 

(Sorval RC-5B Plus $tcit Eppendorf 5415C M'C^ 
W {CJ:«) jjfejtly. S-aig^MS (Branson Sonifier 45 

0) icJ:-yXW^^$^i>, 

[007 1 ] mmms c -tf-x-AOx©-?**^ h 

1 inL©7==+:^ h -r^T A-f^fc FSiS ( 2 0 mq/mL : HJi 

msmm mws o ok) 4i5j:iy!2 c-a-ix- 

ADx/mL©]®^ (0 .0 5M©ME S ; pH6) 1 inL* 40 
— MiC2mQ Na BHjCN/mLiiSjaTS. 3 7*C-r2 
0 ^HBtRff -CfiBS lytc^. C ©tt^* 5 mL©M E S iSas 
^-C2@iftj^-rS. iKt,i-CiSi^«rO .0 5M©ME S. 
0 .4%Tvween 20 (pH6 ) ©0 . 5 mLtC^^tfeSli-* (4 0 
mq C-tr->C-ADx-DxA 1 /mL) . 

[0 0 7 2] mmme c-^-x-adx-Dxa i 

^«©trt«cfig?ffi (0.05 M©ME S (pH5 .0 ) «© 

2 OmqOlnt h I gGta^*/niL) *J iO^T^ffcjS 
(0.0 5M®MES. 0 .4% TV«een-20 (pH6 ) 41© 50 
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4O11KJ C-f-X-ADx-DxA 1 /mL) *0 .5mg 
N a B H, C NymL<DW&T-CU^VXtn»mm.&.l^^ 

K«*0.0 8M©CMO (*iUd<+i^y3^^l'^+J^A 
h+'>;U-T5>) <!:3 7'C-C9 0 
^iSJoSti:*. Mt»t:iK[-?^?:ji^J9:iS«?8[ ( h 'J :^mm 
W.. 1%BSA. 0 . 1% zurittenjent 3-14) -03 — 4 
lliJt^r*. «S©S^^tJE©«. «i^iSa:« l mq/mL-C 

[0 07 3] ll)!ieaJ7 : t'+X h ^^T^U^t KMSlf 

Si©^- (s-t^-x-DxA 1 ) omm 

1 . -'■{^ 7 2 ©tiJStat^^^-C 2 0 mq/mLfC 
««3-r4. i6l(,^r3 0 OinM©TAPSi^S! (pH9 . 
0) t?wfiB©f«««- 1 8ing/mLtCSIfi5-rS, t K5i;> 
(3 6 .3 ML/gi^^) . STUT (0 .4 5 6 g/& 
a^) fcJry^DMAP (2 3 .2inq/gif4^) ^SSSDf 
STUT (DMF (10%) ■CirO<iati) 4 1 5 

^iciXA-r-oma-rt, dmap (dmf do 

%) t?ffl/<i0W) »STUT©l»-|5IB©^flnafcfiD 

^€>. sTUT<D^mMkicpii'S:9 .oicmB-r^, 
mm-c I mstmoft^. ts^^-e©^© i o <g©T 

APSiRWS (pH9 .0) rafej^-r* (Microgen '>X7=- 
A) . 

[0 0 7 4] i&^^lfiMDTAPSmmm. (2 0mcj/m 
L) {caxi5. «tO<fflt«^L/^c*46C©i9>l5cS4rKI)o< »3 
ii^K^W^ (pH5 .0) tficDf^'r^^x h-7>r;l'f'b F 
4 0 iKt/'mLicm^i). 3 0 StSSfi* 5 0 °ci,cm 
SBU, »»^l/%*l6«g^*3 6K:i S^H-O**-^ 
-i^a^-rS. SIC»rS^€r-€-©^©2 5«©*-Cj5fe 
^■^•5 (Microgen *^::^-rA), 

[007 5] mmms : X FU7'hTtfi^>8lfflJ8SRie 
^^ (S-e-X-DxA 1 - SA v) ©Mj§ 

h^>T;U7=t KMS&^ (S-e-X-DxA 

1. lOOrai/mL) =S:XhU7"hTfcfi^>i^?S (1 OmM 

©y>»s«ffi (pH7) ifcs 0it«/inL) icmati,, 

C©^*3 7°CrmHj[S»-r-5>, -?-©^. 
T-^^-i?^:*- h'J-^A (TkfCNaBHjCN 50mq/in 

u ^S8}©2%) *«fliL/>a*sp>m. ii^^i** 

3 7-C-C3P.K:40~7 2H$r^«fl?-rS. -^©f^. i^Sf 
(pH5) 41© 1 M©:*7Jb!j<+$^y h'^^t'^l/rs > 
(CMC) ^fiS^inO (^^©1 .5%) . 

6«:2^H-r>=*'*-^-V3>-rs„ ^©f^. 

©2 5fS©^©SeS#^Wi»«^ ( 0 . 1 M h 
j:^. 0.3M©NaCK 25inM©EDTA (pHB . 

2)) -ci5fe?t-ri. 

[0 076] mmm9 mmjim.mmw&^(o^ 
rjv^ti \=mm.^ ( s - tr-x- D X A 1 ) 

a©XgrL- 'Ji^^i. 0^[51g©XS-C^K3>'Ni' 



25 

^?-li-2>o 1 OinL<?:>yi;^>?§ig (MES43r4 0fnq//ni 
U PH6.0) ^1 OmLCDS -e-X- DxA 1 (5 
OrrMDMES. 0 . 2 % Tween 20 (pH6 . 0 ) tfin 0 
Omq/mL) (Cfln^.-So 1 0% Tween 20 0 0 mL 

i-h *J^J>^mm (7Kr' 2 5 mg/mO 2raLJSr^JraTSp ?g 
h 'J ^M^mS, (7K-C2 5mq/mL) ^rS^M-T^o StKg^ 

i^*a-^-M5 +i^-±t?3/E>tci e^p^aT-cr-r lo 

(ZOOnW. pH9 ,0 ) ^^SDL. M^I^^S 0 55^raM 
vC^O ( 1 6 0 0 0 rpm, 10 'O , ±?»^J^*TSo 

So C<D?g^^^ Sonifier 250 ( 2 0 /^Vb 

ffl:^5. DC5 0%) *fflc^r7lc?S*r®^?gi2ia 

[0 07 7] 10mL(5 0 0mg) C30S - tT-X- D x A 

-So WTOfeO^^^O^rS^tC^JnTS : 0 .5mL<0 20 
1 O^Tween 20 ;gSR:teJ:D^ 1 mL<D«E*rJ>'^^^ffi 
( 1 0 OmLODMSOEfi-Cl Omq) , CCD^g-^^^S 

0 0mL<DDMSO*-Cl Omq) *a§iinL, 

o^cC3^^56 1 smmmuvmur^o m^^x. i omL<DM 

ESmm-^ (5 OmMCDME S. pH5 .0) ^mML. U 
^^M'C^^^ (1 6 0 0 0 rpmr 3 0^. 1 0 "O „ 

±r#*^T. h*4 0mLk:s^»3i±4. m»m 

ME SMM^& ( 5 0 mM 0.1% Tween 20, pH5 . 0 ) 30 
CCf|^i&$-&. Sonifier 250 ( 3 07%Vl/X. a;^5. D 

C5 0%) t^WCCT-5o 

[0 07 8] mmm i o : b':t^>'f^ai®j^tiM©i5ig 

(0 .lM(DNaCO./0 .2 5% Tween + 
m^MO .6mc?/mL) * 6 5 0 m LtOtf^f ^> -X 
-NHS (Pierce DMS O^p-C 1 . 2 rncj/m * 
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(PrestoC^g^Stl)) T'O .0 5M 
•;>^afM. 0 . 1 5M NaC K 0 .2 5% Tween 

20 (pH7 .6 ) ^fflc^rittfi-rSo 

[007 9] mmmi l r^^H^CDYA-zry-fe-Y 

1 0 ML(D1f>7'JU€rtiT<3Dfc<Ditg^*rS : 5 0 mL 
Ott^tScffi (tat h I gGta^r^fSM^n/^cC-tr- 
X-ADx-DxAK 50m g/mU R^^J6 ) . ^ 

cfco^s 0 M Lcojio^fiiMas&^^iSc?K (a^Mr-ts 

aSnfcS-fcr-X-DxA K O .Emp/mL: HJSS^ 
9) . *5cfcO^'5 0 uL(Dtr:*'^>#}jn)ffl^tnlMiK:^ (5 
Mg/mL) a S'^€:37-C'C1 96# (S3t(i35 9 
-/> + *'<^->3>-r5o C<D19 6«?(3 5 9 

#) ^ic. mmr 1 ) *ia^s-rSc ^ 

6^8 l#m^C (S/cttT IfifSiC) . luia?l^iB35C 5 
0ML<DS-e-X-DxA 1 -SA v^»?g? (0 .2ni 
g/mO ^J:U^7 buLCOTv^^mmm (O.lMh U 
0.3MCDNaCK 2 5rrW^DEDTA. B 
SA Imq/mL (pH8 .2)) ^gsJOU. :^^*^37*"Cr 

2 6 4fJ?-<>+:x-^-S^a>T*o -e<D^. ||-<Di^^ 

[008 0] mmm i 2 : mmr ^ -fe 

1 0 jLtL<D1f>>^;U€rJ£iTOfe©iil^T'S : 5 0 mL 

X-ADx-DxA K 50Mg/mU *ti0tf6 ) . :fe 
J^^bO ixl.<D\d^^lyi^mm^ViW^ (5/ig/m 
L) o tg^*3 7-Ct?2 7 7#>r>^^:*^-i>3>-r 
So -ecDf^. 1 00 mLCDS- e-X-DxA 1 -SA 
v^tiC^ (O.lmcv^mL) ^ JcCJ^ 2 5 M LOT -fe 

^»=&3 7-Cr'2 6 4»W^>^^ 

[0 08 1 ] 

[^1] 
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21495 


96651 


1260815 


1477950 


1:2.5 


10202 


52762 


1986820 


2314755 


1:5 


6785 


34333 


759392 


1283560 


1:10 


4901 


18097 


498505 


718458 


1:20 


3964 


11551 


323291 


456184 


1:40 


3273 


7399 


192937 


251804 


1:60 


3114 


6257 


127737 


164181 


1:100 


2894 


5461 


71684 


97251 
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*-r€>3^et>tcW^tJ-T?^)6^ (132 *>*/c#«5?n/clO o 

( "s" =mm) o 

[02 ] Wm&y -J >:7';KD^«:mT, 
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